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It  is  the  purpose  of  this  report  to  present  a  mostly  practical  clinical 
contribution  to  the  knowledge  of  the  activity  of  a  new  antibiotic,  a  semi¬ 
synthetic  derivative  of  cephalosporins  C  which  is  obtained  through  biosynthe¬ 
sis  from  microorganisms  belonging  to  the  genus  Cephalosporium  (lH,  36,  39). 

(  ;  The  production  of  substances  endowed  with  an  antibiotic  activity  by 

organisms  of  this  kind  /genusj  was  brought  out  for  the  first  time  in  Sardinia 
by  Oiuseppe  Brotsrn  (9,  16)  in  the  course  of  research  undertaken  to  identify 
new  antibiotics  of  natural  origin. 

The  study  of  metabolites  rfith  the  antibiotic  action  of  Cephalosporium 
was  then  continued  in  Great  Britain  and  seven  new  substances  with  antibiotic 
action  were  Isolated  (10,  19,  21).  The  most  active  among  them  turned  out  to 
be  Cephalosporium  P,  Cephalosporium  M  ("synnematin"),  which  acta  primarily 
through  gram-negative  germs  (8,  36),  and  Cephalosporium  C  (27)*  The  central 
nucleus  of  the  latter  is  7-aminocephalosporanic  sold,  similar  to  the  nucleus 
of  penicillin,  /Chat  is7  6-aminopenlcillanic  acid  (2,  1$,  26)  (Figure  1). 
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figure  1.  6-amino -panic illsnie  acid  and  7-amino-cephalesporanic  acid. 

The  nucleus  of  cephalosporins  C  can  currently  be  synthesised  (5,  37* 

38)  39)  1*2)  and,  toy  means  of  a  number  of  substitutions)  either  in  position  7, 
or  at  the  expense  of  the  acetoxylic  group  in  position  3,  it  was  possible  to 
obtain  a  very  large  number  of  compounds.  Many  of  these  coapcunds,  which  proved 
to  toe  active  in  vitro,  on  the  other  hand  turned  out  to  have  a  rather  modest 
activity  in  vivo,  since  they  are  easily  hydrolyzable  in  position  3  by  means  of 
organic  esterases  (11,  16)  25 ,  33). 

Substituting  the  acetoxylic  group  in  position  3  with  pyridine,  the 
organic  esterases  cannot  split  the  compound  sines  there  is  no  longer  any 
ssteraslo  bond. 

Among  tha  various  components  synthesised  with  this  criterion  in  mind, 
tha  Research  Division  of  Glaxo  synthesised  cephalorldine  by  introducing  tha 
?-tiy*nyl-acetic  radical  into  position  ?<  /This  resulted  in^  the  internal 
tali  of  7-/T-thjrenjrl  )-ec«ta*ido7-3~  (1-pyrimClmethyl  )-3“Oepha*-U-carboxylic 
sold  (7)  1?)  (Figure  2). 


figure  2.  Ccihalorldine  *  internal  salt  of  ?-^j2- thywryl J-acetamldo^ -3- (1- 
pyrldilne  hylj^-oephem-h-cargoxylic  acid. 

Cephalorldine  acts  through  a  bactericidal  affect  (7)  32)  upon  gram- 
positive  and  pram -negative  sdcroorganlsni,  whereas  it  is  inactive  toward  fungi) 
proto soa,  helidnthS)  aa  wall  as  sarobaeter  aaroganaS)  peeudomonas  pyocyenaa) 

It  la  hardly  motive  toward  mycobacterium  tuberculosis  (32,  111). 

It  is  an  antibiotic  which  resist#  penicillinase  and  the  bacterial 
resistance  without  aanlfestatlons  of  crossed  resistance  with  penicillin  (1, 

3,  6,  7,  13,  30,  l»3). 

On  tha  basis  of  laboratory  investigations  and  on  tha  basis  of  the  first 
ollnieal  (^plications  (2k,  1*0),  oephaloridtns  appears  to  bo  perfectly  well 
tolereted  end  Absolutely  devoid  of  any  toxic  effects  whan  administered  in 
ollaLoal  doses* 


The  maximum  concentration  in  the  human  blood,  after  intramuscular  ad¬ 
ministration  of  a  dose  of  0.5  g  is  reached  after  the  first  hour  (3-10  gamma/ 
cc )  and  the  are  rage  stay  /of  this  concentration  in  the  blood/  may  vary  from 
li-5  hours}  however,  during  the  6th  hour,  we  still  find  gamma  1-2/ce  in  a  oirole 
(32)}  cephaloridine  is  eliminated  completely  through  the  kidneye  and  the  form 
of  urinary  elimination  occurs  without  any  modifications,  since  it  has  been 
demonstrated  that  it  reveals  a  distinct  stability  with  respect  to  intra- 
organicjsetabolio  transformations. 

In  the  course  of  clinical  use,  it  has  proved  to  be  very  active  in  e 
number  of  different  affections  which  sometimes  resisted  treatment  with  other 
antibiotics  (17,  20,  22,  23,  1|0). 

After  this  introduction  we  would  like  to  present  the  practical  results 
derived  from  this  antibiotic  in  a  rather  varied  group  of  case  histories,  such 
as  we  found  it  at  the  special  medical  pathology  institute  of  the  University 
of  Cagliari. 

Since  it  is  known  that  antibiotics  develop  a  toxic  aotion  on  the  level 
of  numerous  organs  and  apparatuses,  including  first  of  all  the  liver  and  the 
kidney,  we  also  directed  our  attention  to  the  possible  influence  of  the  anti¬ 
biotic  we  are  studying  bare  upon  the  functional  activities  of  the  liver  eell. 

Owe  Histories 

•  •  , 

Our  research  involved  65  patients  who  revealed  various  affection*  which 
we  eon  group  as  follows t  • 

(1)  Aff motions  involving  the  kidneys  and  the  urinary  tracts,  nine  oasis) 

(2)  Affections  of  the  respiratory  systems  32  oases) 

(3)  Septic  affections  of  the  liver  sad  of  the  bile  ducts t  eight  eases) 

(Is)  Cardiac  affeotionst  four  oases ) 

(5)  Miscellaneous  affeotionst  12  eases. 

In  tables  1,  2,  3,  Is,  and  5  we  show  the  diagnose*  for  each  group  of 
affections  in  detail. 

(1)  Therapy  plan.  Cephaloridine  was  administered  at  the  rate  of  1-3  g ' 
per  day  as  attack  does  and  this  was  reduced  after  a  period  of  time  varying 
from  one  oaae  to  the  next,  to  the  maintenance  dote  of  1  g  par  day* 

Along  with  this  antibiotio,  as  wall  ss  all  of  the  other  antibiotics 

considered  in  this  study*  we  also  adstntstsrod  abeadant  doses  of  vitaains  of 

the  8  group. 

ft)  Research  plan.  X*  order  to  evaluate  the  therapeutic  offset  of  tip 


administration  of  cephaloridine  in  all  of  the  patients  treated  here,  ve  took 
into  consideration  not  only  the  fever  curve,  the  ^5lood7  pressure  and  the 
pulse,  but  also  the  speed  of  sedimentation,  the  number  of  leucocytes,  the 
leucocytary  formula  and  the  mucoproteins.  In  lung  patients  we  dosed  the 
quantity  of  the  expectorate  and  we  made  numerous  x-ray  checks. 

Accurate  controls  were  performed  on  the  urine  in  patients  suffering 
from  diseases  of  the  urinary  apparatus.  In  patients  with  diseases  of  the 
circulatory  system  we  also  examined  the  antistreptolysinic  index.  In  patients 
with  dUeasee  of  the  bile  ducts  we  attached  particular  importance  to  tests 
that  would  express  the  progress  of  the  retentive  state;  we  evaluated  not  only 
the  behavior  of  bilirubinemla  but  also  that  of  alkaline  phosphatase,  cholesterol 
and  the  galena  and  alpha?  globulins;  the  latter  were  studied  by  means  of  electro- 
phoresis  on  acetylcellulose. 

Por  the  purpose  of  bringing  out  any  possible  negative  effect  of  the 
antiblotle  upon  the  liver  cell,  ve  also  made  e  study  of  the  synthetic  activi¬ 
ties  of  the  liver  in  ell  of  these  patients  who  were  treated  with  cephaloridlne; 
here  we  used  the  following  testes  eerie  albudnenla  dosage  by  means  of 
electrophoresis,  dosage  of  the  prothroablnio  activity,  (in  icterus  patients  only 
after  tee  addition  of  vitamin  X),  as  well  as  dosage  of  the  V  factor,  the  VII 
footer,  and  cholinesterase. 

e  '  . 

As  far  as  the  evaluation  of  the  liver 'a  see  ration  capacity  la  concerned, 
wa  used  the  study  of  the  elimination  of  oromoeulfonphthaleine,  of  Cardio-Oreon, 
and  of  bilirubin  in  all  of  ite  fraction#. 

The  study  of  the  behavior  of  glyoenla,  asotemU,  and  eholes terolenle 
thn  completed  our  research. 


Affections  of  the  wins ry  tracts.  The  response  to  the  action  of 
esphalwrldtea  wee  truly  one  of  the  most  affective  and  pro**  (Table  l). 


TABLE  1 

SUMMARY  TABLE  OF  CASS  HISTORIES  FOR  AFFECTIONS 
INVOLVING  THE  KIDNEYS  AND  THE  URINARY  TRACTS 
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Lagendt  a — number;  b—patientje'  initial* j  e— for*  of  disease;  d— cephalorldinej  ,• 
« — VES  ^sedimentation  rat*7  (Kat*  index);  f — leucocytes;  g — duration  of  treat¬ 
ment  (days);  h — fever  drop  after  number  of  days;  i — before;  j— after;  It — 
result;  1— consents;  m — excellent;  n — good;  1 — acute  glomerulonephritis; 

2— specific  pyelonephritis  with  superposed  infected  pyogen;  3— scute  pyelo¬ 
nephritis;  k — prostatio  neoplasia;  $— cystopyelitis;  6— hyperthermia  following 
urological  examination;? — aoute  glomerulonephritis;  9— acute  cystitis  In 
subject  suffering  from  flaccid  paralysis  of  the  lower  llafcSj  with  disorders 
in  sphincters  due  tc  discs!  hernia* 

The  germs  which  were  reoognisod  most,  frequently  here  es  being  reeponei- 
ble  for  the  infection  were  i  Coll  and  eateroeoccue. 

figure  3  deeoribes  the  time  of  fever  drop  from  the  beginning  of  the 
therapy  pursued  in  the  nine  eases  considered  here.  From  this  we  can  deduct 
that  the  fever  drop  occurred  during  a  period  of  time  which  can  vary  from  a 
win* mam  of  2  to  a  maxi—  of  9  days. 


} 


Figure  3*  Legendi  1 — affection*  of  the  kidneys  and  urinary  tracts;  2— tine 
of  fewer  deop  from  beginning  of  treatment)  3— days j  i] — patients 1  initials. 

It  might  be  worth  while  to  point  out  here  one  ease  of  renal  taberoulosis 
with  superposed  infected  pyogen,  combined  with  a  finding  of  Koch  bacillus  which 
was  rather  amply  positive  in  the  urine;  in  this  case  the  temperature  was  par* 
ticularly  resistant  to  the  speoifio.  treatment  because  of  a  oystopyslitis 
superposed  by  pyogens. 

The  use  of  ccphalorldlne  brought  the  teaperature  down  within  9  days) 
as  the  disease  continued  and  for  the  period  of  time  during  vhioh  we  were 
possible  to  obeerve  the  patient  directly,  the  temperature  turned  out  to  be 
rather  modest  although  it  was  a  little  more  than  37*3-37  *U°0|  this  was  ao- 
ocmpenied  by  a  oompletely  negative  urine  report  in  the  sense  of  the  pyogenic 
prooeee  (figure  li). 


(e) 


figure  k»  2*0.i  renal  taberoulosis  with  suptrooeed  infected  pyogen. 
t  itreptoefuln  1  g/d eyj  b— oephalorldine,  1  g/dsy;  e— dsys. 
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The  antibiotic  dose  used  in  these  disease  forme  was  about  2  g  during 
the  attack  phase  and  1  g  during  the  maintenance  phase. 

Affections  of  the  Respiratory  System.  The  affections  of  the  respira- 
.torjr  system  are  represented  above  all  by  patients  suffering  from  bronchial 
pneumonia  and  bronchitis,  often  complicated  by  an  astmatic  ailment.  Here 
our  case  histories  were  relatively  more  numerous  and  this  gars  us  s  better 
chance  to  use  our  antibiotic  (Tfcbls  2). 


graphic  not  reproducible 

TABLE  2 

SUMMARY  TABLE  OF  CASE  HISTORIES  FEATURING*  AFFECTIONS 
OF  THE  RESPIRATORY  SYSTEM.  TREATED  WITH  CEPHALCRIDINE 
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Legend:  a— number;  b~ patients*  initials;  c— form  of  disease;  d — cephaloridinej 
e~VES  /sedimentation  rate/  (Katz  index);  f — leucocytes;  g— duration  of  treat¬ 
ment  (days);  h — fever  drop  after  number  of  days;  i — before;  j — after;  k— 
result;  1~ comments;  m— excellent;  n — good;  o~poor;  p— fever  decreased  but 
did  not  disappear;  q— already  treated  earlier  with  penicillin,  without  re¬ 
sults;  r— treated  earlier  with  other  antibiotics,  without  results;  s —  not 
sensitive  to  penicillin,  tetracycline,  CAF;  t — not  sensitive  to  other  anti¬ 
biotics;  u — asthmatic  bronchitis;  v— chronic  bronchitis;  w — bronchial  pneu¬ 
monia;  x — bronchial  pneumonia  in  patient  with  recent  lung  infection:  y — bron¬ 
chial  pneumonia  in  carrier  of  histiocytoma;  z--metapneumonic  pleurltis  in 
cirrhotic  subject;  aa — pneumonia  and  sepsis;  bb — chronic  bronchitis  in  patient 
with  hepatic  neoplasia;  cc — acute  bronchitis;  dd— bronchial  pneumonia  with 
pleuritic  complications;  ee— chronic  bronchitis;  lung  emphysema;  chronic 
pulmonary  heart;  ff— pneumonia;  gg— bronchitis. 


The  fever  drop  time  for  the  patients  is  described  in  Figure  5  and 
ranges  from  a  minimum  of  1  day  to  a  maximum  of  12  days. 


Figure  5.  Legend:  a — af factions  of  the  respiratory  apparatus;  b—  time  of 
fever  drop  from  beginning  of  treatment;  c— days;  e— patients '  initials. 


Vs  are  also  describing  here  a  ease  of  residual  fever  which  turned  out 
to  be  not  susceptible  to  oephalorldine  treatment. 


F Igure  6  shews  an  esanple  of  s  bronchial  pneixsoxd*  episode  which  was 
resolved  due  to  the  effect  of  the  antibiotic  in  a  very  evident  fashion.  The 
expectorate)  which  increased  during  the  first  few  days,  parallel  to  the 
transition  from  the  hepatite tion  phase  to  the  resolution  phase,  decreased 
quite  definitely,  end  then  disappeared  within  e  week.  All  of  the  other 
constants  followed  the  favorable  course  of  the  disease. 
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Figure  6.  3.  0.*  bronchial  pneumonia.  Legend)  a— arterial  /blood/  pressure) 
b—Kats  index)  c —leucocytes /cubic  om;  d— -expectorate  /spufcw/  /2k  hours) 
e— caphaloridinei  f — temperature;  g— days. 

Figure  7  describes  the  case  of  an  apyretic  patient  suffering  from 
chronic  bronchitis  accompanied  by  an  asthaatic  ailment  with  abundant  excre¬ 
tions,  treated  with  cepfcalcridine.  The  favorable  development  in  this  case 
was  manifested  act  only  by  the  decrease  in  the  kinetic  symptomatology  of 
the  respiratory  tract)  but  also  by  a  reduction  in  the  amber  of  asthmatic 
attacks  ana  sbov*  all  by  the  reduction  of  the  expectorate  practically  down 
to  aero. 
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The  antibiotic  dose  used  in  these  patients  raried  between  1-2  g . 

Affections  of  the  lirer  and  the  bile  ducts.  The  affections  of  the 
liver  and  the  bil«r  ducts  are  represented  by  patients  with  septic  affections 
of  the  liver,  patients  who  are  carriers  of  primary  or  secondary  angiocholitis 
or  of  cyst  treppurated  by  echinococcus  (Table  3). 

TABUS  3 

SWMUOT  TABUS  CF  CASS  BISTORT  OF  SEPTIC  AFFECTIONS 
OP  TBS  LIVHR  AND  SHE  BUS  DUCTS,  TREATED  WITH  CKPHALORIDINE 
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Legend (  a — number j  b — patients'  initials;  c— form  of  disease;  d — cephalnridine; 
e~-VES  ^edinentation  rate^  (Rata  index);  f— leucocytes;  g—duratdon  of  treat* 
wnt  (days);  h— fever  drop  after  number  of  days;  i- -before;  j — after;  k —  . 
result;  1— comments;  ra— excellent;  n— good;  o— poor;  p—residual  fever; 
q— not  sensitive  to  other  antibiotics;  r— acute  cholangitis;  8—cholelithiasia; 
t—chronic  ascitogenic  cholecystopathic  hepatitis;  u—hepa  to -cholangitis; 
v — acute  hepatitis  with  cholangitis;  w — chronic  hepatitis;  acute  cholecystitis; 
x— suppurated  hepatic  cyst  /cystitis^  due  to  echinococcus;  y— protracted 
hyperWmic  state  in  cholecystectowiaed  female/  patient;  Multiple  liver 
calcifications,  acute  pulmonary  eepyema. 

The  germu  /viruses?  isolated  in  this  part  of  our  group  of  case 
histories  were  enWocoocus,  bacterium  Coll,  and  staphylococcus . 

One  ease  of  cholelithiasis  in  a  subject  who  was  also  e  carrier  of 
intestinal  tuberculosis,  did  not  respond  to  the  antibiotic.  - 


11 


figure  ?•  If.  0.:  sstfanstlo  bronchitis.  Legends  e~arterial  ^SLood^  pressure; 
b— lwcocytea/cubio  an;  c— «jrpeotorate/2li  hoars;  d — tsaperatore;  « — Sigrs; 
f —cepb&lcridifl*  f  1  g  per  day. 

Figure  6  shows  tbs  fever  drop  tins  for  tbs  patients  in  this  group  of 
osss  histories. 
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Figaro  8.  Legend t  a— affections  cf  the  liver  and  the  bile  ducts;  b — time 
of  fever  drop  from  beginning  of  treatment;  c — days;  d -patients '  initials. 

W#  also  think  it  interesting  to  point  out  the  ctxse  of  a  38-year  old 
female  patient  who  revealed  a  radiological  picture  add  a  symptomatology 
which  led  to  a  diagnosis  of  "multiple  liver  abscesses  in  a  subject  already 
oholecye  tec  toadied"  (sea  the  x-ray  picture  of  the  liver  in  figure  9). 


Figure  9*  Patient  D.  M.  Direct  liver  x-ray. 

After  a  period  of  treatment  at  the  institute  with  antibiotics,  our 
female  patient  was  discharged  although  she  still  had  some  fever  but  mainte¬ 
nance  treatment  was  addniatered  with  the  ant 'biotic.  After  about  10  days, 
aba  developed  a  rather  bed  pain  in  the  right  shoulder;  the  attending  .physi- 
oian  interpreted  tide  aa  eoapulo humoral  periarteritis;  she  was  treated  with 
a  doee  of  prednisone  at  the  rate  of  100  mg  per  day.  After  6  daya  of  treatment. 
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a  be  bad  recurrent  high  fever,  intensive  pain  in  the  right  half  of  the  chest, 
and  her  excretion  /sputtn^  was  purulent  in  nature  (Figure  10) »  We  then  in¬ 
stituted  cephaloriaine  therapy  at  the  rate  of  3  g  per  day  for  a  period  of 
10  days  and  2  g  during  the  following  days;  within  h  days  the  fever  dropped,  , 
along  with  the  ajnptonatology.  The  fever  disappeared  completely  by  the 
Uith  day;  simultaneously,  the  leueooytoeis  returned  to  noraal  (Figure  12). 

The  luqg  picture,  in  turn,  after  20  days  revealed  a  oouplete  cleansing,  with 
success  la  the  symphysis  of  the  cos  to -phrenic  corner  £uagl*/  (Figure  11). 


Figure  10.  Finale  patient  D.M.  i  ohsst  x-ray  prior  to  cephaloridina  therapy; 


Figure  U.  Panels  patieat  D.M*  t  x-ray  of  ebaat  after  eaphalorldlna  treat- 
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Figure  12.  D.M.  i  hyperthermic  atete  In  cholecyatectoaiaed  /Siala/ patient; 
lirer  calcifications;  acute  pulmonary  eqpyeaa.  legend*  a — Jhlxxyy  pressure; 
b—VK  /excretion  rat*  par  second/  (Kata  index);  c— leucocytes /cubic  n; 

‘  d — temperature;  e — days;  f— penicillin;  g— strep tonyc in;  h — rifeaycin;  i— 
cephaloridine,  l.*>  f/d ay. 

An  equally  brilliant  result  vu  obtained  in  the  group  of  affections  of 
the  toil*  duet*,  figure  13  dMorlb**  the  beharior  of  signs  lsputeble  to  the 
inflawtion  process  going  on  in  the  bile  tract;  v*  can  obeerre  *  definite 
iaproveaeot  induced  by  antibiotic  therapy  with  eepbaloridine,  aa  deaoaatrated 
by  the  reduction  in  the  temperature,  the  VB  ^aediieent*  tints  rate  per  eedond 
or  apeed  of  alisdnatlon  of  secretions/,  the  ■uooprotaina,  and  the  alphas 
globulins. 
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fi Igure  1.1«  0.1.  *  tents  obolaagltia.  Legends  * — carlo  alpha2  globulins}  . 
b  woe opro  tains;  e  —FIB  (Kata  index)}  d—leueocytes/cubic  wrj  a—  tempera tore ; 
M»>i}  f^spfcaloridiae,  1  g/day. 

the  eigne  of  bile  retention  also  definitely  iaprore,  along  with  tbs 
wgwulw  la  the  tefl— ittoa  process.  This  was  e^sraeeed  by  Mm  reduction 
Da  ml nt)j  mmU ,  tbs  o  holes  tcrolswisj  tte  alkaline  phosphatase, 

util  a#  the  behavior  of  Un  oolor  excretion  taota  (BSP  and  Cardio-Qraan), 
Lob  vara  performed  aba  aMJt  the  level  bad  beoona  obapstlhla 

lb  tba  parfomanoa  of  these  taota  (Flyura  lb). 
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Flgurs  lit.  0.2.  t  sea it*  cholangitis.  Legends  a— retention*  b- -Cerdio-Orsen 
elixinatlon,  p«r  ainutej  c— cholee taroleaia j  d — alkaline  phosphatase*  •— 
bilirubin«»»i»{  d — days*  e — bessey  units. 

On  tte  bMlt  of  tte  data  collected,  m  cen  sa y  that  eephaloridlna  can 
peoevate  asdhranea  Aicb  ar«  ratter  purely  penaaabla  for  otter  antibio tioa, 
with  a  good  coefficient  of  concentration.  This  foot  becaas  erident,  for 
axaaple,  in  a  cms  of  support tsd  cystic  achinoeooai*,  which  responded  to 
traatnant  in  t  truly  exceptional  fashion. 

Figuros  15  and  16  show  tte  x-rays  for  bladder  expansion  due  to 
•ohinoocoais  /Jo lssdnoo*  actaincjcoaia  cyat7,  in  an  antaro-postsrior  and  lateral 
projection*  ngwra  17  shows  tte  stratlgraphis  piowre  after  /right  beyon*^  tte 
pmwoparitonsai. 
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Figure  25*  Patient  M.C.:  suppurated  hepatic  echinoecoeia  cyst;  cheat  x-ray 
in  etandard  projection. 


Figure  16.  Patient  K.C.t  suppurated  hepatic  ecbdLnoocoeis  cyst;  oheet  x-ray 
In  lateral  projection. 
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Figure  17.  Patient  H.C.s  suppurated  hepatic  echinoccosia  cyst;  stratigraphic 
image  after  ^beyond^  pneumoperitoneum. 

The  evolution  of  the  qerlc  constants  and  the  tellers ture,  which 
had  turned  out  to  be  very  little  or  not  at  all  sensitive  to  other  antlbio- 
tlcs,  are  suawurlsed  ii.  Figure  18. 
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Fifwe  Id.  M.C.i  ruppuratedhepatic  eohinoccosi*  cyst.  Lsgenat  a— arterial 
pressure;  b-»?ES  (mU  index)}  c-leucocyte*  per  cubic  ■*;  d— temperature  $ 
e~~daysi  f-’-rifasgroin;  g — penicillin}  h— c^haloridinc,  3  g/dayj  2  g/day. 

Heart  disease*.  Yhe  case  histories  for  the  septic  heart  diseases 
(ttbl*  h  sad  Fi^ara  19),  although  rather  scarce  bare,  nerertbelesa  do 
enable  m,  on  the  basis  of  one  ease  which  we  followed  particularly  lone  and 
which  hid  been  treated  with  stay  other  antibiotics  to  no  avail,  to  state 
that  osphalorldlaa  is  useful  also  in  these  disease  fores. 
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TABLE  li 

StWttRX  TABLE  CF  CASE  HISTORIES  OF  BACTERIAL 
CARDITIS  TREATED  WITH  CEPHALORIDINE 
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Legends  a — number;  b — patients '  initials;  c—-fou»  of  disease;  d— cephaloridinej 
e — VES  ^Bediaei^ation  rate 7  (Kat*  index);  f — leucocytes;  g— duration  of  treat¬ 
ment  (days);  h — ’  ver  drop  after  number  of  days;  i~ before;  j — after;  k— 
result;  1— coanents;  ra — exc silent;  n— good;  o— discreet;  p— residual  fever; 
q— not  sensitive  to  other  antibiotics;  r — rheumatic  endocartitis ;  q~ 
baoterlal  endocartitis  due  to  $.  viridana;  t — acute  pericarditis,  chronic 
bronchitis;  u — acute  pericarditis. 
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Figure  19.  Legend*  a— bacterial  pericarditee  and  endocardites;  b— tima  of 
fever  disappearance  from  beginning  of  treatment;  c— days;  d — patients '  in- 
itiala. 


Figure  20  represents  a  graphic  recording  of  the  temperature  of  a  young 
i#7  patient  suffering  fro«  streptococcic  endocarditis;  this  csss  had  not 
responded  to  a  long  series  of  antibiotics.  As  we  can  see  quite  clearly  fries 
the  graph,  it  was  cephaloridirva  which  ended  toe  state  of  eickneea  in  6  day*, 
after  the  disease  bad  earlier  appeared  irreducible. 
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Figure  20.  R.S.  s  bacterial  end ocarditis  due  to  viridaas.  Legend*  &— p#D5t- 
cillin,  L0  million  per  day;  b«~streptoj!$fsin,  1  g/dsyj  C’^Sr^ltopayelaf 1  d-~ 
tetracycline?  e— cephalorldine j  f.-^ays. 

Hiscellar.eous  affections.  Data  on  the  other  cases  treated  here  can  fee 
found  la  Table  $  and  Figure  21.  We  can  a  ay  that  in  most  of  these  cases  we 
were  able  to  end  the  fever  within  3-M  days.  Only  X  case  of  chronic  ton¬ 
sillitis  and  a  hyperthermic  state  in  a  cholecyrtectoa&aad  male  patient  did 
not  respond  to  the  treatment. 

One  portion  of  our  cases  did  not  respond  to  antibiotic  treatment  in¬ 
itiated  upon  admission  in  an  absolute  fashion!  with  respect  to  th...  fever 
curve  profile.  However,  these  cases,  upon  further  investigation,  turned  out 
to  consist  of  affections  not  susceptible  to  antibiotic  treatment. 

•Study  cf  liver  cell  l‘uncti»U.  tests  snd  ether  blood-chemistry  con¬ 
stants.  Our  investigation  was  earned  primarily  at  the  synthetic  and  detoxi¬ 
cating  activities  of  the  liver. 
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Legends  * — number?  b— patients  *  initials;  c — fora  of  disease;  d — cephaloridina; 
e— VES  /Sedimentation  rat«7  (Eats  index);  f— leucocytes;  g— duration  of  treat¬ 
ment  (days);  h— f  <  ver  drop  after  number  of  days;  i— before;  j — after;  k — 
result;  1— comments;  m— excellent;  n— good;  o-discreet;  p— residual  ftsrer; 
q— poor;  r~ associated  prednisone  therapy;  s— net  sensitive  to  any  anti¬ 
biotic  cr  chemical  therapeutic  agent;  t— unchanged  fever  picture;  u — nothing; 
v— chronic  tonsillitis;  w— chronic  tonsillitis ,  rheumatic  disease;  x— ' throm¬ 
bophlebitis,  right  lower  limb;  y— chronic  rhinopharyngitis;  a— chronic 
appendicopathy;  aa— hyperthermia  in  cholecyatee  tomised  /female^  patient; 
bb— erythMtttodes;  co— Qystheroii  in  nsurody atonic  /pationtT;  dd—  sprue 
nostrana;  oe— hyperthermia  sensitive  to  therapy  with  iaonaxLde  and  strept-osycin; 
ff~ malignant  lymphogranuloma?  gg— reticulosarcoma. 


Figure  22,  Behavior  of  teats  indicating  synthetic  capacities  of  liver  cell, 
before  and  after  treatment  with  cephaloridine.  Legend:  a — case  histories; 
b— kidney;  o— lung;  d— liver;  e— heart;  f— miscellaneous;  g— cholinesterase; 
h— albumin;  i--prothrombinic  activity;  j — V  factor;  fc — VII  factor;  P — before; 
after. 

The  excretion  tests  made  on  the  liver  (bilirubinerda*  .elimination  of 
Car dio -Green,  and  of  bromosulfonpbthalein),  azotemia,  olycemia,  and  blood 
cholesterol  revealed  similar  behavior  (Figures  23  and  *U).  , 
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Figure  23.  Behavior  of  excretory  functions  of  liver,  before  and  after  ad¬ 
ministration  of  cephaloridine.  Legend:  a— case  histories;  b — kidney;  c— 
lung;  d— liver;  e — heart;  f — miscellaneous ;  g — percentages ;  h — bilirubins mia; 
i— -excretion  of  Cardio-Green  per  ^Illegible/;  j— retention  of  BSF  after  1*5  *  J 
P~befor*i  D-tftWi  w„,„r 

r>- rtmlj  pulmtM.  (‘polka  cardiacs  taria  . 


Figure  24 
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figure  2li.  Behavior  of  Azotemia,  glyeemia,  end  c  holes  terolomia,  before  and 
after  treatment  with  cephaloridine.  Legend <  a— case  histories}  b — kidney; 
c— lung |  deliver}  a— heart}  f — miscellaneous}  g — aaotamia;  h— glyoemia} 
i— c holes  terolemiej  P— before}  D— after. 

Cephaloridioe  does  sot  induce  modifications  in  the  msaferaas  of  the 
liver  cell.  As  a  matter  of  fact,  we  were  unable  to  demonstrate  in  any  of 
the  patients  that  there  was  a  serio  variation  in  the  output  enzymes  (figure 

2S). 
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figure  2$.  Behavior  of  serio  transaminases  before  and  after  treatment  with 
oephalorldine.  Legend*  a— caae  histories}  b— kidney;  e— lung}  d — liver j 
•—heart}  f— miscellaneous}  P — before;  D— after. 

In  figure  26  we  have  the  behavior  of  the  speed  /rat ejP  of  elimination 
of  Cardio-Oreen  and  the  percentage  of  retention  of  BSf'Wfore  and  after  acute 
injection  of  2  g  of  oephalorl diner  This  tells  us  that  neither  of  the  two 
tests  expressing  the  excretory  mod  detoxicating  capacity  of  the  liver  is 
modified  by  the  Injection  of  antibiotic. 
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Figure  26.  Influence  of  cephaloridine  on  rate  of  excretion  of  Cardio-Qreen 
and  percentage  of  retention  of  BSF.  Legend >  a— rate  of  excretion  per  odLmtej 
b— BSFi  retention  after  1*5' j  c— before  administration  of  eaphalorldlnej 
d — h  hours  after  adninistratios  of  cephaloridine  (2  g);  e — hour* . 

Conclusions 

-  .  f 

On  the  basis  of  the  data  reported  here  tie  can  say  that  cephaloridine 
can  be  considsredf  without  further  ado,  to  be  an  antibiotic  which  acts 
promptly  and  which  displays  a  rather  high  activity  level;  it  also  haa  an 
extremely  low  toxicity,  (29,  51,  5k,  y>»  3?»  3#)» 

In  all  of  ear,  ease  histories^  we  omy  hed^  two  cases  which  revealed 
signs  of  toxicity  that  could  be  related  to  the  antibiotic^  these  signs  ware 
represented  by  glossitis,  stomatitis,  and  esophagitis  as  weC  sa  soma  dtarrheio 
discharge,  )ht  these  manifestations  disappeared  completely  the  minute  the 
therapy  Was  discontinued.  >  -  - — _ - 

This  antibiotic  did  not  interfere  with  the  synthetic  capacities  of 
the  liver  cell  in  any  of  our  oases.  As  regard  the  excretory  .capacity  of  tip 
liver,  wa  do  know  (h)  that  some  antibiotics  tend  to  compete  with  the  excre¬ 
tion  of  bilirubin  and  also  with  respect  to  the  excretion  of  colors  (Cardio- 
Qreen,  BSF);  but  the  pharmaceutical  which  we  used  definitely  did  not  produce 
any  action  along  these  lines. 

Its  truly  remarkable  activity  with  respect  to  kidney  affections  is 
explained  by  the  excretion  through  that  outlet.  Cephaloridine  la  character- 
*  ised  by  a  high  coefficient  of  distribution  in  the  various  organa  and  systems; 


this  justifies  and  explains  the  prompt  effect  also  in  affections  located  in 
the  lungs ,  the  liver,  the  heart,  etc.  (26). 

Finally,  ve  think  we  ought  to  emphasise  here  the  rather  high  tendency 
of  cephaloridLna  to  diffuse  across  the  inf lama tory  barriers,  as  was  demon¬ 
strated  by  the  excellent  result  obtained  from  its  use  in  the  esse  of  s  sup¬ 
purated  echinoecosis  cyst.  Ibis  is  probably  another  reason  for  the  brilliant 
result  obtained  during  cases  of  bacterial  endocarditis  which  had  earlier  been 
treated  to  no  avail  with  other  antibiotics  which  are  less  diffusible. 

N.  JHoguerdi  -  0.  Ideo 

1st,  <L  Patologis  Specials  Medics  dell1  this.  -  Cagliari. 
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